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Microalbuminuria is a marker of generalized endothelial dysfunction resulting from arterial 
stiffness or insulin resistance, and brachial-ankle pulse wave velocity (baPWV) is a good 
measure of arterial stiffness. We aimed to investigate whether elevated baPWV is 
independently associated with microalbuminuria. This study included 1 ,648 individuals 
aged over 40 who participated in the baseline Multi-Rural Cohort Study conducted in 
Korean rural communities between 2005 and 2006. Participants were classified into less 
than 30 mg/g as normoalbuminuria or 30-300 mg/g as microalbuminuriausing urinary 
albumin creatinine ratio (UACR). The median and Q1-Q3 baPWV values were significantly 
higher in the microalbuminuric group both in men (1 ,538, 1 ,370-1 ,777 cm/s vs. 1 ,776, 
1, 552-2,027 cm/s, P< 0.001) and women (1,461, 1 ,271-1 ,687 cm/s vs. 1,645, 1,473- 
1 ,915 cm/s, P< 0.001). BaPWV was independently associated with microalbuminuria in 
both genders after adjusting for pulse rate; fasting blood glucose; triglyceride; homeostatic 
model assessment insulin resistance (HOMAir) and, history of hypertension and diabetes. 
Fasting blood sugar and HOMAir were judged as having nothing to do with multicolinearity 
(r= 0.532, P< 0.001). Elevated baPWV was independently associated with 
microalbuminuria regardless of insulin resistance among rural subjects over 40 yr. 
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INTRODUCTION 

Microalbuminuria is a well-known risk factor or predictor for 
cardiovascular morbidity and mortality in individuals with hy- 
pertension or diabetes mellitus (3, 4) and even in the general 
population (1, 2) as well. The mechanism of occurrence of mi- 
croalbuminuria is unclear although it is known to be a marker 
of generalized endothelial dysfunction triggered by metabolic 
processes, and insulin resistance (5-7). In addition, insulin re- 
sistance is a risk factor of microalbuminuria, especially in pa- 
tients with diabetes or dyslipidemia (8, 9). 

Another mechanism of microalbuminuria is associated with 
generalized vascular dysfunction through arterial stiffness (5- 
7). It is not clear whether the cause of microalbuminuria is an 
independent action of arterial stiffness and insulin resistance 
or dependent interaction of them (10). So, it is important to ver- 
ify the independency between arterial stiffness and insulin re- 
sistance to understand the mechanism of microalbuminuria 
occurrence. Arterial stiffness is a useful marker of vascular dam- 
age and cardiovascular disease (CVD) risk (5, 7). Pulse wave ve- 
locity (PWV) is an indicator of arterial stiffness and a marker of 



atherosclerosis (11). Of the various PWV parameters, carotid- 
femoral PWV (cfPWV) is the noninvasive gold standard of arte- 
rial stiffness (12), but brachial-ankle pulse wave velocity (baP- 
WV) is a promising new measure for screening large samples 
for arterial stiffness due to its technical simplicity and short sam- 
pling time (8, 9, 1 1). In addition, baPWV is useful as a means of 
estimating the atherosclerotic disease of arteries (13). 

Several studies have shown that arterial stiffness is a risk fac- 
tor for microalbuminuria (10, 14-17). As an example, the Taic- 
hung study performed in Taiwan targeting a middle aged com- 
munity population showed the strong association between al- 
buminuria and arterial stiffness, especially on hypertensive or 
diabetic subjects (10, 18). However, the prevalence of hyperten- 
sion and diabetes varies depending on the population charac- 
teristics; therefore, results may be different in Korea. In addi- 
tion, a study revealing the association between albuminuria 
and arterial stiffness existed targeting participants visiting the 
health promotion center for health screening (15). However, 
there is no study of the general population in Korea. Besides, 
results of epidemiologic evidence are easy to generalize, so this 
study is further needed. 
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The purpose of this study was to assess whether baPWV is an 
independent risk factor of microalbuminuria regardless of in- 
sulin resistance in the elderly population (over-40 yr). 

MATERIALS AND METHODS 
Subjects 

From February 2005 to December 2006, a total of 1,841 people 
aged over 40 yr, living in Yangpyeong, Gyeonggi-do, Korea, were 
invited to participate in the baseline Multi-Rural Cardiovascu- 
lar Cohort Study conducted in Korean rural communities. Arte- 
rial stiffness has been measured in the Multi-Rural Cardiovas- 
cular Cohort since 2005 as part of the Korean Genetic Epidemi- 
ology Study. Participants responded to a questionnaire which 
included sociodemographic information, past medical history 
(defined as "diseases diagnosed by medical doctors") and life- 
style behavior, mcluding smoking, alcohol consumption, daily 
physical activity and dietary patterns. Participants also under- 
went a complete physical examination mcluding height, weight, 
waist circumference and blood pressure. Blood chemistry such 
as fasting blood glucose and lipid profile, urinalysis and baPWV 
measurement was carried out. Definitions of history of hyper- 
tension and diabetes mellitus were based upon whether they 
had been diagnosed by a medical doctor and included taking 
drugs. Hypertension was defined as systolic blood pressure 
(BP) > 140 mmHg, diastolic BP > 90 mmHg, or taking antihy- 
pertensive drugs. Diabetes mellitus was defined as fasting plas- 
ma glucose > 126 mg/dL, having diabetes mellitus history or 
taking antidiabetic drugs. We excluded participants who fitted 
the following exclusion criteria: history of cardiovascular dis- 
ease, stroke or cancer (n = 149), presence of macroalbuminuria 
or overt proteinuria (n = 22) and incomplete data (n = 22). Fi- 
nally, a total of 1,648 participants were included in the study. 
The study was approved by the Institutional Review Board of 
Hanyang University Medical Center and all participants gave 
their informed consents. 

Brachial-ankle pulse wave velocity 

BaPWV was measured with an automatic apparatus (VP- 2000; 
Colin Corporation, Komaki, Japan). Participants rested for at 
least 5 min to stabilize their heart rate and were then examined 
in a supine position with a pneumatic cuff connected to a ple- 
thymographic sensor to determine volume pulse waveform 
and an oscillometric pressure sensor to measure blood pres- 
sure placed on both upper arms and ankles, and electrocardio- 
gram electrodes placed on both wrists. The average of the left 
and right side baPWV values was used in the analysis. Subjects 
were divided into the following four quartiles with respect to 
baPWV values: < 1,325 cm/s, 1,325-1,515 cm/s, 1,515-1,765 
cm/s, > 1,765 cm/s; males were divided into < 1,379 cm/s, 
1,379-1,557 cm/s, 1,557-1,796 cm/s, > 1,796 cm/s; and females 



into < 1,285 cm/s, 1,285-1,489 cm/s, 1,489-1,724 cm/s, > 1,724 
cm/s. 

Blood pressure and blood chemistry 

Blood pressure was measured twice, with a 5-min interval, after 
at least a 5-rnin rest, on the right side arm in a seated position, 
using a mercury sphygmomanometer. Two trained observers 
performed the measurements in a standardized manner accord- 
ing to a written protocol covering preparation of subjects, arm 
level, peak inflation pressure, inflation and deflation rate, read- 
ing the scale, and measurement of systolic and diastolic blood 
pressure by Korotkoff sound I and V respectively. We used the 
mean of the two measurements in the analysis. 

All blood samples were taken after overnight fasting for at 
least 8 hr. Fasting blood glucose, total cholesterol and triglycer- 
ides were analyzed enzymatically using an automatic analyzer 
(Hitachi 747 automatic analyzer, Hitachi, Tokyo, Japan). High 
density lipoprotein cholesterol (HDL-C) was measured directly 
and low density lipoprotein cholesterol (LDL-C) was estimated 
using the Friedwald's method (19). Serum insulin levels were 
analyzed with a Gamma Counter (Packard, Ramsey, Minneso- 
ta, USA) and an insulin RIA Kit (Biosource, Nivelles, Belgium) 
using immunoradiometric assays (IRMA). Insulin resistance 
was measured with thehomeostatic model assessment (HO- 
MAm) using serum glucose and insulin levels. It was obtained 
from the following formula (20): 

HOMAm = (fasting glucose [mg/dL] x fasting insulin 
[iiIU/mL])/405 

Microalbuminuria 

First-voided morning spot urine samples were collected from 
all participants and stored in a -20°C deep-freezer. Urinary al- 
bumin and creatinine were assayed by turbidimetric immuno- 
assay and radio-immunoassay using an ADVIA Centaur Im- 
munoassay System (Siemens Healthcare Diagnosis, Tokyo, Ja- 
pan), respectively. We calculated urinary albumin to creatinine 
ratios (UACR) using urinary albumin and creatinine concentra- 
tions from the same samples, and categorized them in the same 
way for men and women (6) into 3 groups: 1) UACR less than 
30 mg/g, normoalbuminuria; 2) UACR 30-300 mg/g, microal- 
buminuria; 3) higher than 300 mg/g, macroalbuminuria or overt 
proteinuria. 

Statistical analysis 

All analyses were gender stratified due to the different charac- 
teristics of men and women. Age adjusted comparison of gen- 
eral characteristics according to baPWV were conducted by the 
general linear model for continuous variables, and by the Co- 
chran-Mantel-Haenszel test for categorical variables. Partici- 
pants were classified into those with normoalbuminuria and 
those with microalbuminuria, and their general characteristics 
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and clinical results were compared using Student's t-test and 
the chi-square or Fisher's exact test. UACR, triglyceride, HO- 
MAih and baPWV data were transformed to a normal distribu- 
tion using natural logarithms to improve normality. Multivari- 
ate logistic regression analysis was performed to determine as- 
sociations with baPWV by adjusting for significant variables in 
the univariate analysis. Odds ratios (ORs) were calculated by 
multivariate logistic regression analysis. P values less than 0.05 
were considered statistically significant. All statistical analyses 
were performed with SAS 9.2 (SAS Inc., Cary, NC, USA). 

Ethics statement 

This study was reviewed and approved by the institutional review 
boards of Hanyang University (HYUH IRB 2010-R-38). Written 
informed consent was obtained from all participants in the study. 

RESULTS 

General characteristics of the study population 

General characteristics of the study population by gender are 
described in Table 1. The average age of the subjects was 60.9 ± 



10.5 yr; and 677 individuals (41.1%) were male. Body mass in- 
dex (BMI) was 24.6 ± 3.2 (kg/m 2 ). Systolic blood pressure (SBP) 
was 123.7 ± 17.3 mmHg and diastolic blood pressure (DBP) 
79.8 ± 10.7 mmHg. HOMAm was 2.6 ± 1.5, UACR 12.6 ± 33.5 
mg/g and baPWV 1,521.9 ± 451.1 cm/s. Prevalence of microal- 
buminuria in the total study population was 9.9%; 8.3% in men, 
and 1 1.0% in women. There were no statistically significant dif- 
ferences in the history of diabetes mellitus (DM), physical ac- 
tivities, or prevalence of microalbuminuria between genders. 
However, BMI, total cholesterol, triglyceride, fasting insulin, 
HDL-C, LDL-C, HOMAm, frequency of histories of hyperten- 
sion, were all significantly higher in women than men. On the 
other hand, waist circumference, SBP, DBP, fasting blood glu- 
cose, triglyceride and baPWV were higher in men than women. 
Also, the proportion of men that smoked or drank alcohol was 
higher than that in women. 

Age-adjusted characteristics according to baPWV 
quartiles 

Table 2 presents age-adjusted characteristics according to baP- 
WV quartiles. Age, SBP, DBP, fasting blood glucose, triglyceride, 



Table 1 . General characteristics of the study population* 



Parameters 


Total (n = 1 ,648) 


Men (n = 677) 


Women (n = 971) 




Age (yr) 


60.9 + 10.5 


61.5 + 10.4 


60.4 ± 10.6 


0.033 


BMI (kg/m 2 ) 


24.6 ± 3.2 


24.2 ± 3.1 


25 ± 3.3 


< 0.001 


Waist circumference (cm) 


87.5 + 8.2 


88 + 8 


87.1 + 8.4 


0.044 


Pulse rate (/min) 


69.5 + 10.1 


69.1 ± 10.1 


69.8 + 10 


0.2 


SBP (mmHg) 


123.7 + 17.3 


125.5 + 16.9 


122.5 + 17.5 


0.001 


DBP (mmHg) 


79.8 + 10.7 


81.5 + 11.2 


78.7 + 10.2 


< 0.001 


Fasting blood glucose (mg/dL) 


102.4 + 23.6 


104.1 + 23.1 


101.2 + 23.8 


0.017 


Total cholesterol (mg/dL) 


197.2 ± 36.8 


190 + 35 


202.3 + 37.2 


< 0.001 


HDL cholesterol (mg/dL) 


46.2 + 11 


45.2 + 11.6 


47 + 10.5 


0.002 


LDL cholesterol (mg/dL) 


121.4 ± 32.3 


113 ± 30.7 


127.2 + 32.2 


< 0.001 


Triglyceride (mg/dL) (median, Q1-Q3) 


127.0 (93-189) 


137.0(99-210) 


120.0 (90-176) 


< 0.001 


Fasting insulin (ulU/mL) 


10.0 ± 4.8 


9.3 ± 4.7 


10.5 + 4.8 


< 0.001 


HOMAm (median,Q1-Q3) 


2.24 (1.66-3.06) 


2.08 (1.52-2.97) 


2.31 (1.78-3.10) 


0.002 


BaPWV (cm/s) (median,Q1 -Q3) 


1,515 (1,325-1,764) 


1,557 (1,378-1,796) 


1,487 (1,285-1,724) 


0.041 


History of hypertension (No.,%) 


440 (26.7) 


146 (21.6) 


294 (30.3) 


< 0.001 


History of DM (No.,%) 


141 (8.6) 


58 (8.6) 


83 (8.6) 


0.989 


Smoking history* (No.,%) 










Never 


1 ,070 (64.9) 


149(22) 


921 (94.9) 


< 0.001 


Past 


306 (18.6) 


293 (43.3) 


13(1.3) 




Current 


272 (16.5) 


235 (34.7) 


37 (3.8) 




Alcohol consumption history (No.,%) 










Never 


753 (45.7) 


122 (18) 


631 (65) 


< 0.001 


Past 


102(6.2) 


77 (11.4) 


25 (2.6) 




Current 


793 (48.1) 


478 (70.6) 


315(32.4) 




Physical activity 8 (No.,%) 










Never/irregular 


1,186 (72) 


475 (70.2) 


711 (73.2) 


0.174 


Regular 


462 (28) 


202 (29.8) 


260 (26.8) 




Category of UACR (No.,%) 










Normal (0-30 mg/g) 


1,485 (90.1) 


621 (91 .7) 


864 (89) 


0.066 


Microalbuminuria (30-300 mg/g) 


163(9.9) 


56 (8.3) 


107 (11) 





'Values are expressed as mean ± SD or median and 25% percentile-75% percentile or number and percent; 1 Using the t-test or chi-square test; * > 400 (20 pack/whole year); 
§ > 3 times/week and > 30 min/ time. BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; HDL, high density lipoprotein; LDL, low density lipo- 
protein; HOMAir, homeostasis model for insulin resistance; UACR, urinary albumin creatinine ratio; BaPWV, brachial-ankle pulse wave velocity; DM, diabetes mellitus. 
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Table 2. Age-adjusted characteristics according to baPWV quartiles* 



Characteristics 






BaPWV quartiles 1 






1 st Q (lower) 


2ndQ 


3rd Q 


4th Q (highest) 


P* 


Men 
Age (yr) 


f™ n ~7 i -a n n 

56.7 + 10.2 


59.2 + 10.1 


62.2 + 9.5 


68 + 8.1 


< 0.001 


BMI (kg/m ) 


n a ~? i n n 

24.7 + 0.2 


25.1 + 0.2 


25.1 + 0.2 


n a n i n n 

24.9 + 0.2 


0.64 


Waist circumference (cm) 


87.5 + 0.6 


OO o 1 n n 

00.3 ± U.fa 


OO A inn 

oo.l ± U.b 


88 ± 0.6 


0.81 8 


Pulse rate (/min) 


66 + 0.8 


nn o i n n 

68.3 + 0.8 


~7<~\ a inn 

70.4 + 0.8 


72.1 + 0.8 


< 0.001 


SBP (mmHg) 


116.1 + 1.2 


119 + 1.1 


h nn a i h h 

128.4 + 1 .1 


h nn r i h n 

138.5 ± 1 .2 


< 0.001 


nnn /™™i in\ 

UBP (mmHg) 


~if n i n n 

76. 2 + 0.8 


-7n n i n n 

78.8 ± 0.8 


nn "7 i n n 

82.7 + 0.8 


nn n i n n 

88.2 + 0.8 


< 0.001 


Fasting blood glucose (mg/dL) 


nn n i h n 

99.8 + 1 .8 


h nn a i h n 

100.4 + 1 .8 


^ nn n i h n 

106.8 + 1 .8 


-i nn n i h n 

109.3 ± 1 .9 


< 0.001 


Tn+n 1 nUninn-i-n*-ni t*v^ s- : a\ \ 

lotal cholesterol (mg/dL) 


185 + 2.8 


h nn i n "7 

188.4 + 2.7 


194 + 2.7 


h nn n i n n 

192.6 ± 2.8 


0.105 


1 \ V\ 1 — U — 1 ——4.— 1 Irmr* tA\ \ 

HUL cholesterol (mg/dL) 


A A ~T -I- n ct 

44./ ± 0.9 


a o o _i_ o n 
43.8 ± 0.9 


Ac: o _i_ n n 

45.8 ± 0.9 


a c c _i_ n n 
4b. b ± 0.9 


0.1 67 


1 Pll nk^lnA4-^^^l /„ rt /Jl \ 

LUL cholesterol (mg/dL) 


112.3 + 2.5 


h h a n i n /i 

114.8 + 2.4 


114 + 2.4 


h h n n i n n 

110.8 + 2.6 


0.666 


Triglyceride (mg/dL) (median, Q1-Q3) 


h on n /nn h ao\ 

122.0 (91-193) 


h nn n /nn h nn \ 

136.0 (93-191) 


H/inn/nnn nnn\ 

142.0 (102-229) 


h ^-7 n /nnn nnr\ 

14/.0 (113-225) 


< 0.001 


Fasting insulin (plU/mL) 


8.8 ± 0.4 


10 + 0.4 


9.3 ± 0.4 


9.2 + 0.4 


0.1 1 


HUMAir (median, Ul -U3) 


1 .MB (1 .44-2.5/) 


o-io/-t no orM\ 
2.13 (1 .58-3.04) 


n nn nn o i /\ 
2.22 (1 .50-3.1 4) 


run /i cn o nn\ 
2.1 0 (1 .5U-3.U6) 


0.1 26 


n^m/in/ /n™ /n\ /™nni:nn rn r\n\ 

BaPWV (cm/s) (median, (J1-U3) 


h n/~n /h nnn h oin\ 

1 ,250 (1 ,080-1 ,330) 


h At^Ci /h (H n h cnn 

1,468 (1,419-1,508 


\ h n~i a m nnn ^ ~7nn\ 

1 1,674 (1,603-1,728) 


n nnn /h nnn n h i — 7\ 

2,000 (1 ,886-2,157) 


< 0.001 


History of hypertension (No.,%) 


19 (1 1 .2) 


oh /h n n\ 

31 (18.2) 


n n /n n c \ 

38 (22.5) 


i~n /n a n\ 

58 (34.3) 


0.003 


i iin-i-n— , n-t r\iL /i /Ki n n/ \ 

History ot UM (No.,%) 


10 (5.9) 


11 (6.5) 


13(7.7) 


n /i m ^ n\ 

Z4 (14.Z) 


0.081 


Smoking history § (No.,%) 












Never 


n/ - /in ~7\ 

35 (ZO./) 


ACi /nn n\ 

48 (zo.z) 


or /n h n \ 

35 (zl .3) 


30 (17.7) 


0.344 


Past 


bl (3b. 1) 


~7C\ IA 1 0\ 

/U (41 .1) 


70 /^O OA 

/ o (43. Z) 


on /c;o 7\ 
yy (OZ./) 




Current 


70 MO 0\ 

/ o (4o.ZJ 


£0 /on c\ 
OZ (oU.oJ 


cn /or; k\ 
bU (oo.oj 


en /on k\ 

ou (zy.bj 




Alcohol consumption history (No.,%) 












Never 


Oil ( i o.yj 


OR /n-i n\ 


on /on 7\ 


1 Q /1 1 o\ 

i y ( i i .zj 


n noc 
U.UUD 


Pact 


1 7 fi n 1 1 

I / 1, 1 U. 1 ) 


9/i n a D 

Z4 ^ I 4. I } 


1 o h n 7> 

I 0 ^ I U. / J 


10 { \ U. / ) 




Current 


1 on /71 \ 

I ZU (/ I j 


I I U (D4./J 


I I b (bo.bj 


1 00 /7P. 1 ^ 
\Oti [to. \) 




Physical activity" (No.,%) 












Never/irregular 


1 (7 A R\ 

I ZO (/ 4.0) 


1 nc /KO /1\ 
1 Uu (DZ.4) 


I I b (bo.b) 


1 07 /7c; 0\ 
I Z/ (/ O.Z) 


n 1 a a 
U. I 44 


Dnni 1 1 or 
ncLJUIdi 


40 ^Z0.4J 


RA /07 P,\ 
D4 ^o/ .DJ 


CO /Q.1 A\ 

Do [a I .4J 


AO I0A 8.) 
4Z ^Z4.0J 




Women 












Age (yr) 


53.2 + 9.7 


i— o n i n n 

56.6 + 9.3 


nnn i n n 

63.3 + 8.6 


68.4 ± 7.4 


< 0.001 


n h a i /i ,~ /~~9\ 

BMI (kg/m ) 


24 + 0.2 


r\ a i — i n n 

24.5 + 0.2 


n >i n i n n 

24.2 + 0.2 


24 ± 0.2 


0.384 


Waist circumference (cm) 


on d inn 

86.4 + 0.6 


87.4 + 0.5 


87.5 + 0.5 


n~7 n i n n 

87.3 ± 0.6 


0.508 


Pulse rate (/min) 


67.3 ± 0.7 


68 + 0.6 


71 .2 + 0.6 


72.7 + 0.7 


< 0.001 


nnn /™-ni in\ 

SBP (mmHg) 


109 + 1 


h h n n i n n 

116.6 + 0.9 


h nn n i n n 

126.6 + 0.9 


137.8 + 1 


< 0.001 


nnn /™-ni i„\ 

UBP (mmHg) 


71 .6 + 0.6 


76.5 ± 0.5 


81 .5 ± 0.6 


85.1 + 0.6 


< 0.001 


Fasting blood glucose (mg/dL) 


n a o i h n 

94.3 + 1 ,b 


98.8 + 1 .5 


105.1 + 1 .5 


h nn n i h n 

106.9 + 1 .6 


< 0.001 


T n l ft 1 -L n |--i., n | /„»— — /-J 1 \ 

lotal cholesterol (mg/dL) 


197 + 2.5 


nnn ~i i n a 

203.7 + 2.4 


nnn n i n /i 

202.6 + 2.4 


onr n i n n 

205.9 + 2.6 


0.102 


1 1 Pl 1 nU n 1 nn-1-n.-n 1 /n-»n/^J| \ 

HUL cholesterol (mg/dL) 


47.6 + 0.7 


46.8 + 0.7 


46.8 + 0.7 


46.6 + 0.7 


0.776 


1 nUnlnn-l-n^nl /. , _ /-J| \ 

LUL cholesterol (mg/dL) 


h no r inn 

123.5 + 2.2 


h nn a inn 

130.4 + 2.1 


h nn ^ inn 

126.4 + 2.1 


h nn r i n n 

128.5 + 2.3 


0.113 


Triglyceride (mg/dL) (median, Q1-Q3) 


h act n "70 h ^ n 

105.0 78-146 


hht n /nn h mr\ 

115.0 (90-165) 


hoh r\ /<~i a h nn\ 

131.0 (94-186) 


h dn n /inn ^ n~7\ 

142.0 (108-197) 


< 0.001 


Fasting insulin (plU/mL) 


9.9 + 0.3 


-i n a _i_ n o 
10.4 ± 0.3 


1 1 .4 + 0.3 


10.5 + 0.3 


0.01 6 


Ll/lPi/IA ^mn^inn f~H ("\0\ 

HUMAb (median, U1-U3) 


2.05 (1 .53-2.69) 


O 07 H 1~7 o 

2.2/ (1 .//-3.04) 


n cn no o ac\ 
2.59 (1 .93-3.46) 


n /in /4 nn o oc\ 
2.49 (1 .90-3.35) 


< 0.001 


n-niini /n™ /n\ /n-nnUn-, /"H (Til 

BaPWV (cm/s) (median, U1-U3) 


h h n/ - /h h nn h nnn\ 

1,185 (1,100-1,230) 


h no/i /h nnn h ^nn 

1 ,384 (1 ,336-1 ,433 


i h cnn /h caa h rro\ 

1 1,590 (1,544-1,652) 


h nnn /h nnn n h h ^\ 

1,932 (1,828-2,114) 


< 0.001 


History of hypertension (No.,%) 


30 (1 2.4) 


52 (21 .5) 


nn /nn n\ 

90 (36.9) 


h nn /nn ii\ 

122 (50.4) 


< 0.001 


1 lln-l-nv , .( nil /K In f)/ \ 

History ot UM (No.,%) 


5 (2.1) 


11 (4.6) 


nn m n "7\ 

2b (10.7) 


41 (16.9) 


< 0.001 


Smoking history 5 (No.,%) 












Never 


nnn /DO 0\ 
ZZO (93.0) 


ooo /nc o\ 
233 (96.3) 


non /nc o\ 
235 (9b. 3) 


nnn /no o\ 
225 (93.2) 


0.273 


Past 




3 (1 ?) 


4 (1 6) 


3 (1 ?) 




Current 


12(5) 


6 (2.5) 


5(2.1) 


14(5.8) 




Alcohol consumption history (No.,%) 












Never 


163 (67.1) 


146 (60.3) 


162 (66.4) 


160 (66.1) 


0.076 


Past 


1 (0.4) 


9 (3.7) 


4(1.6) 


11 (4.6) 




Current 


79 (32.5) 


87 (36) 


78 (32) 


71 (29.3) 




Physical activity" (No.,%) 












Never/irregular 


157 (64.6) 


177 (73.1) 


185 (75.8) 


192 (79.3) 


0.061 


Regular 


86 (35.4) 


65 (26.9) 


59 (24.2) 


50 (20.7) 





"Valuesare expressed as mean + SU for age or mean + SE or median and 25% percentile-75% percentile except age or number and percent; 'baPWV values were divided 
into4 quartiles: < 1,379, 1,379-1,557, 1,557-1,796, > 1,796 cm/s in men, < 1,285, 1,285-1,489, 1,489-1,724, > 1,724 cm/s in women; *L)sing a generalized linear 
model for continuous variables and the Cochran-Mantel-Haenzsel test for categorical variables adjusted for age; § > 400 (20 pack/whole year); " > 3 times/week and > 30 
min/time. BMI, body mass index; SBP, systolic blood pressure; UBP, diastolic blood pressure; HDL, high density lipoprotein; LDL, low density lipoprotein; HOMAb, homeostasis 
model for insulin resistance; UACR, urinary albumin creatinine ratio; BaPWV, brachial-ankle pulse wave velocity; DM, diabetes mellitus. 
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HOMAir and history of hypertension were significantly differ- 
ent among the quartiles in both men and women. History of al- 
cohol consumption was significantly different among the quar- 
tiles in men only. DM history was significantly different among 
the quartiles in women. 

Comparison of the normoalbuminuria and 
microalbuminuria groups 

Table 3 compares characteristics of the normoalbuminuria and 
microalbuminuria groups. Age, fasting blood glucose, the pro- 
portion of history of hypertension and DM were significantly 
higher in the microalbuminuria group in both sexes. SBP, DBP 
and total cholesterol were significantly higher only in women of 
the microalbuminuria group, while HOMAir was significant 
higher only in men (P = 0.013 in men vs. P = 0.055 in women). 
BaPWV values were higher in the microalbuminuria group 



than the normoalbuminuria group in both men (1,538, 1,370- 
1,777 cm/s vs. 1,776, 1,552-2,027 cm/s, P < 0.001) and women 
(1,461, 1,271-1,687 cm/s vs. 1,645, 1,473-1,915 cm/s, P < 0.001). 

Odds ratios and 95% Confidence intervals (CI) of 
microalbuminuria stratified by diseases status 

Table 4 shows adjusted ORs and 95% CIs of microalbuminuria 
according to baPWV quartiles stratified by hypertension and 
diabetes status adjusted for age, pulse rate, systolic and diastolic 
blood pressure, fasting blood glucose, total cholesterol, triglyc- 
eride and HOMAir. Especially, the OR of microalbuminuria was 
4.46 (95% CI, 1.27-15.63) according to baPWV4th quartiles (Q4) 
in women without hypertension. 

Relationship between baPWV and microalbuminuria 

Results of multivariate logistic regression analyses are described 



Table 3. Comparisons of the normoalbuminuria and microalbuminuria group* 



Paramptprc: 

1 C L 1 HI 1 IO Lol u 




Men 






Women 




Normal (N = 621) 


MALI 1 (N = 56) 


P* 


Normal (N = 864) 


MALI* (N = 1 07) 


P* 


ttge (yi) 


O 1 . 1 X 1 U.O 


OO.tl X I u.o 


< U.UU I 


en 1 + 10 P 

OU. I X I U.O 


COQ+QO 

uzi.y x y.y 


n m 

U.U I 


dMI (kg/m ) 


O A O _1_ O -i 

24.2 ± 3.1 


24 + 3 


0.61 


24.9 + 3.3 


25 + 3.4 


0.779 


Waist circumference (cm) 


87.9 + 8 


89.3 ± 7.9 


0.216 


87.1 + 8.3 


87.6 ± 9 


0.562 


Pulse rate (/min) 


68.8 + 9.9 


72.6 ± 13 


0.038 


or\ "7i o o 

69.7 + 9.9 


70.4 + 11 


0.531 


SBP (mmHg) 


125 + 15.6 


131 + 26.7 


0.102 


121.5 + 16.9 


130.7 ± 20.3 


< 0.001 


DBP (mmHg) 


81.4 + 10.4 


82 ± 17.5 


0.809 


78.2 + 9.8 


82.5 ± 12 


0.001 


Fasting blood glucose (mg/dL) 


102.8 + 21.7 


117.8 + 32.5 


0.001 


100.1 + 21.4 


110.1 + 36.8 


0.007 


Total cholesterol (mg/dL) 


189.4 ± 35.2 


196.2 ± 32.9 


0.166 


201.3 + 37.4 


209.9 ± 35.1 


0.024 


HDL cholesterol (mg/dL) 


45.3 + 11.6 


45 + 1 1 .6 


0.858 


47 + 10.6 


46.7 + 10 


0.774 


LDL cholesterol (mg/dL) 


112.9 + 31 


114.2 ± 27.5 


0.772 


126.6 + 32.1 


132.2 ± 32.7 


0.091 


Triglyceride (mg/dL) (median, Q1-Q3) 


136(98-204) 


158 (113-239) 


0.065 


118(90-173) 


139(97-198) 


0.034 


Fasting insulin (plU/mL) 


10.9 ± 5.7 


10.5 ± 6.5 


0.138 


10.5 + 4.7 


9.2 ± 4.4 


0.46 


HOMAr (median,Q1-Q3) 


2.04 (1.51-2.95) 


2.64 (1.69-3.59) 


0.013 


2.30 (1.78-3.08) 


2.54 (1 .75-3.45) 


0.055 


UACR (mg/g) (median,Q1 -Q3) 


1.56 (0.70-3.45) 


67.14(40.00-125.05) 


< 0.001 


1.93 (0.87-4.81) 


71.01 (45.81-124.56) 


< 0.001 


BaPWV (cm/s) (median,Q1 -Q3) 


1,538 (1,370-1,777) 


1,776 (1,552-2,027) 


< 0.001 


1,461 (1,271-1,687) 


1,645 (1,473-1,915) 


< 0.001 


History of hypertension (No.,%) 


128 (20.6) 


18(32.1) 


0.045 


250 (28.9) 


44(41.1) 


0.01 


History of DM (No.,%) 


45 (7.3) 


13(23.2) 


< 0.001 


68 (7.9) 


15(14) 


0.032 


Smoking history 8 (No.,%) 














Never 


138 (22.2) 


11 (19.6) 


0.579 


818(94.7) 


103(96.3) 


0.925 


Past 


271 (43.6) 


22 (39.3) 




12(1.4) 


1 (0.9) 




Current 


212(34.1) 


23(41.1) 




34 (3.9) 


3 (2.8) 




Alcohol consumption history (No.,%) 














Never 


116(18.7) 


6(10.7) 


0.297 


551 (63.8) 


80 (74.8) 


0.0798 


Past 


69 (11.1) 


8(14.3) 




23 (2.7) 


2(1.9) 




Current 


436 (70.2) 


42 (75) 




290 (33.6) 


25 (23.4) 




Physical activity" (No.,%) 














Never/irregular 


433 (69.7) 


42 (75) 


0.409 


629 (72.8) 


82 (76.6) 


0.398 


Regular 


188 (30.3) 


14(25) 




235 (27.2) 


25 (23.4) 




BaPWV quartiles 1 (No,%) 














1 st Q (lower) 


165(26.6) 


4(7.1) 


< 0.001 


231 (26.7) 


12(11.2) 


< 0.001 


2ndQ 


159(25.6) 


11 (19.6) 




226 (26.1) 


16(15) 




3rd Q 


154(24.8) 


15(26.8) 




214(24.8) 


30 (28) 




4th Q (highest) 


143 (23) 


26 (46.4) 




193 (22.3) 


49 (45.8) 





"Valuesexpressed as mean ± SD or median and 25% percentile-75% percentile or number and percent; 1 UACR 30-300 mg/g; HJsing t-test or chi-square test; § > 400 (20 
pack/whole year); " > 3 times/week and > 30 min/1 time; 'baPWV values were divided into4 quartiles: < 1 ,379, 1 ,379-1 ,557, 1 ,557-1 ,796, > 1 ,796 cm/s in men, < 1 ,285, 
1,285-1,489, 1,489-1,724, > 1,724 cm/s in women. MAU, microalbuminuria; BMI, body mass index; SBP, systolic blood pressure; DBP, diastolic blood pressure; HDL, high 
density lipoprotein; LDL, low density lipoprotein; HOMAir, homeostasis model for insulin resistance; UACR, urinary albumin creatinine ratio; BaPWV, brachial-ankle pulse wave 
velocity; DM, diabetes mellitus. 
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Table 4. Odds ratio and 95% confidence intervals* of microalbuminuria stratified by disease status (hypertension and diabetes) adjusted for baPWV quartiles, age, pulse rate, 
systolic and diastolic blood pressure, fasting blood glucose, total cholesterol, triglyceride and HOMAr 



BaPWV by sex 














Microalbuminuria vs. normal 


















Hypertension 1 ' 












Diabetes mellitus* 






Men 




Yes 


(n = 


= 251) 


No 


(n 


= 426) 






Yes 


(n = 


92) 


No 


(n = 


= 585) 


BaPWV quartiles 5 1 st Q (lower) 


1.00 




ref 


1.00 




ref 






1.00 


ref 


1.00 




ref 


2ndQ 




1.05 


0.36-3.08 


1.51 


0.49-4.68 






2.28 


0.49-1.07 


0.94 


0.37-2.38 


3rd Q 




0.71 


0.17-2.95 


1.61 


0, 


18-5.42 






0.35 


0.06-2.11 


1.51 


0.46-4.96 


4th Q (highest) 


2.18 


0.37-12.69 


3.18 


0.63-16.04 










1.31 


0.39-4.35 


Women 




Yes 


(n: 


= 304) 


No 


(n 


= 610) 






Yes 


(n = 


110) 


No 


(n = 


= 864) 


BaPWV quartiles § 1 st Q (lower) 


1.00 




ref 


1.00 




ref 






1.00 


ref 


1.00 




ref 


2ndQ 




1.66 


0.78-3.53 


1.51 


0.61-3.76 






0.71 


0.20-2.53 


2.26 


1.17-4.34 


3rd Q 




3.25 


0.96-10.86 


2.81 


0.94-8.39 






6.89 


0.51 


-93.95 


2.64 


1.1 


8-5.89 


4th Q (highest) 


1.98 


0.49-7.97 


4.46 


1.27-15.63 












2.88 


1.15-7.19 


'Using multiple logistic regression; ''Systolic blood pressure > 


140 mmHg or diastolic blood pressure > 90 mmHg or medication of antihypertensive drugs; *Fasting blood glu- 


cose > 1 26 mg/dL or history of diabetes mellitus or medication for diabetes mellitus; § BaPWV values were divided into4 quartiles: < 1 ,379, 1 ,379-1 ,557, 1 ,557-1 ,796, > 1 ,796 


cm/s in men, < 1,285, 1,285-1/ 


189, 1,4 


89-1 ,724, > 1 ,724 cm/s in women. BaPWV, brachial-ankle pulse wave velocity; HOMAr, homeostasis model for insulin resistance; 


HDL, high density lipoprotein. 
































Table 5. The relation between baPWV and microalbuminuria 






























Model I 






Model II 




Model III 






Model I 


V 




Model V 




Parameters 


OR 


95% CI 


0R 


95% CI 


OR 


95% CI 


OR 


95% CI 


OR 


95% CI 




Lower 


Upper 


Lower 


Upper 




Lower 


Upper 


Lower 


Upper 


Lower 


Upper 


Men 
Age (yr) 


1.063 


1.030 


1.098 


1.033 


0.998 


1.069 


1.036 


1.000 


1.073 


1.031 


0.995 


1.067 


1.034 


0.998 


1.071 


Ln (BaPWV) (cm/s)* 








18.784 


3.245 1 


08.741 


15.830 


2.687 


93.248 


17.539 


2.969 


103.626 


15.813 


2.629 


95.119 


Pulse rate (/min) 


1.031 


1.004 


1.059 


1.019 


0.991 


1.048 


1.018 


0.989 


1.047 


1.019 


0.991 


1.048 


1.018 


0.990 


1.048 


Fasting blood glucose (mg/dL) 


1.010 


0.997 


1.023 








1.012 


1.001 


1.023 


1.008 


0.995 


1.022 


1.008 


0.994 


1.021 


Ln (Triglyceride) (mg/dL)* 


1.397 


0.809 


2.414 


1.312 


0.752 


2.290 


1.256 


0.715 


2.206 








1.304 


0.738 


2.304 


Ln (HOMAr)* 


1.428 


0.754 


2.705 


2.153 


1.194 


3.882 


1.560 


0.794 


3.063 


1.624 


0.835 


3.160 


1.525 


0.773 


3.010 


History of hypertension 


0.839 


0.442 


1.591 














1.034 


0.525 


2.037 


1.059 


0.536 


2.091 


History of DM 


0.617 


0.248 


1.534 














0.603 


0.232 


1.566 


0.576 


0.222 


1.497 


Women 
































Age (yr) 


1.011 


0.990 


1.034 


0.991 


0.967 


1.016 


0.992 


0.967 


1.017 


0.993 


0.968 


1.018 


0.997 


0.971 


1.023 


Ln (BaPWV) (cm/s)* 








15.491 


4.518 


53.118 


13.221 


3.817 


45.799 


13.428 


3.776 


47.758 


5.399 


1.157 


25.205 


Pulse rate (/min) 


0.998 


0.978 


1.018 


0.993 


0.973 


1.014 


0.990 


0.970 


1.011 


0.992 


0.972 


1.013 


0.995 


0.974 


1.016 


SBP (mmHg) 


1.023 


1.012 


1.035 




















1.013 


0.999 


1.027 


Fasting blood glucose (mg/dL) 


1.011 


1.002 


1.020 








1.011 


1.003 


1.019 


1.011 


1.002 


1.020 


1.011 


1.002 


1.020 


Ln (Triglyceride) (mg/dL)* 


1.467 


0.949 


2.268 


1.400 


0.905 


2.165 


1.453 


0.936 


2.255 








1.423 


0.915 


2.212 


Ln (HOMAr)* 


0.810 


0.481 


1.364 


1.187 


0.753 


1.868 


0.844 


0.499 


1.427 


0.905 


0.538 


1.521 


0.814 


0.479 


1.385 


History of hypertension 


0.830 


0.532 


1.295 














0.811 


0.515 


1.276 


0.845 


0.537 


1.330 


History of DM 


0.957 


0.456 


2.010 














1.188 


0.558 


2.529 


1.074 


0.505 


2.287 



Model I was adjusted for age (yr), pulse rate (/min), fasting blood glucose (mg/dL), log transformation triglyceride (mg/dL), log transformation HOMAr, history of hypertension 
(yes/no) and history of DM (yes/no) in men; Model I was adjusted for age (yr), pulse rate (/min), systolic blood pressure (mmHg), fasting blood glucose (mg/dL), log transforma- 
tion triglyceride (mg/dL), log transformation HOMAir, history of hypertension (yes/no) and history of DM (yes/no) in women; Model II was adjusted for age (yr), log transformation 
baPWV (cm/s), pulse rate (/min), log transformation triglyceride (mg/dL), log transformation HOMAir; Model III was adjusted for age (yr), log transformation baPWV (cm/s), pulse 
rate (/min), fasting blood glucose (mg/dL), log transformation triglyceride (mg/dL), log transformation HOMAr; Model IV (yes/no) was adjusted for age (years), pulse rate (/min), 
log transformation baPWV (cm/s), fasting blood glucose (mg/dL), log transformation triglyceride (mg/dL), log transformation HOMAr, history of hypertension (yes/no) and history 
of DM (yes/no); Model V was adjusted for age (yr), log transformation baPWV (cm/s), pulse rate (/min), fasting blood glucose (mg/dL), log transformation triglyceride (mg/dL), log 
transformation HOMAr, history of hypertension (yes/no) and history of DM (yes/no) in men; Model V was adjusted for age (yr), log transformation baPWV (cm/s), pulse rate (/ 
min), systolic blood pressure (mmHg), fasting blood glucose (mg/dL), log transformation triglyceride (mg/dL), log transformation HOMAr, history of hypertension (yes/no) and 
history of DM (yes/no) in women. *Log transformation was done to obtain a normal distribution. BaPWV, brachial-ankle pulse wave velocity; SBP, systolic blood pressure; DBP, 
diastolic blood pressure; HOMAr, homeostasis model for insulin resistance; DM, diabetes mellitus. 



in Table 5. Five models were used to estimate the relationship 
between baPWV and microalbuminuria. BaPWV, triglyceride 
and HOMAm data were log-transformed and used for analysis. 
In model I, which was adjusted for age, no variables were inde- 
pendently associated with microalbuminuria in both men and 
women. In model II, HOMAm was also included. Log (baPWV) 



(OR, 18.784; 95% CI, 3.245-108.741) and log (HOMAm) (OR, 2.153; 
95% CI, 1.194-3.882) were both independent risk factors of mi- 
croalbuminuria in men, but log (HOMAm) (OR, 1.187; 95% CI, 
0.753-1.868) was not an independent risk factor in women. In 
model III, in case of men, which was also adjusted for fasting 
blood glucose, log (baPWV) (OR, 15.830; 95% CI, 2.687-93.248) 
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was an independent risk factor; however, (HOMAm) (OR, 1.560; 
95% CI, 0.794-3.063) was not. Fasting blood glucose was a sig- 
nificant risk factor in both men (OR, 1.012; 95% CI, 1.001-1.023) 
and women (OR, 1.011; 95% CI, 1.003-1.019). Fasting blood glu- 
cose and HOMAm were included in same model, because there 
were judged not to have multicolinearity between them (r, 0.532; 
P< 0.001). In model IV, which included additional variables 
such as history of hypertension or diabetes, only log (baPWV) 
(OR, 17.539; 95% CI, 2.969-103.626) was significant in men, and 
log (baPWV) (OR, 13.428; 95% CI, 3.776-47.758) and fasting 
blood glucose (OR, 1.011; 95% CI, 1.002-1.020) in women. Fi- 
nally, in model V also adjusted for clinical parameters such as 
SBP (women), log (triglyceride), log (baPWV) (OR, 15.813; 95% 
CI, 2.629-95.119) was the only independent risk factor in men, 
while log (baPWV) (OR, 5.399; 95% CI, 1.157-25.205) and fast- 
ing blood glucose (OR, 1.011; 95% CI, 1.002-1.020) were signifi- 
cant in women, just as model IV 

In summary, baPWV was the only factor examined that was 
independendy associated with microalbuminuria in both gen- 
ders and in all the models studied here. 

DISCUSSION 

The present study showed that elevated baPWV was an inde- 
pendent risk factor of microalbuminuria in both genders regard- 
less of potential confounders. Fasting blood glucose was an ad- 
ditional independent risk factor of rmcroalburninuria in wom- 
en. On the other hand, the effect of HOMAm was not statistically 
significant after adjusting for various confounding factors. 

In this study, the prevalence of microalbuminuria was 9.9% 
(163/1,648) overall; and 8.3% (56/677) in men and 11.0% (107/ 
971 ) in women. This result is similar to a previous study perform- 
ed in Sweden (21). However, the prevalence found here is big- 
ger than in a population-based study conducted in Korea (15), 
which might be explained by age and prevalence of chronic dis- 
ease according to the subjects' old age in the present study (2). 
In addition, the prevalence of microalbuminuria was different 
according to gender. The prevalence of microalbuminuria was 
higher in women. However, the prevalence of women might be 
higher within an insignificant range (P = 0.066). Afterward, fur- 
ther study is needed in association with the difference of preva- 
lence according to gender. 

Blood pressure in the present study was lower than the previ- 
ous study performed in Taiwan by about 10 mmHg in the group 
without microalbuminuria and by about 20 mmHg in the mi- 
croalbuminuria group (10). The prevalence of albuminuria was 
also lower than the Taiwan study; however, fasting blood glu- 
cose levels were very similar. The mean value of baPWV in mi- 
croalbuminuria was lower than the Taiwan study by > 100 cm/ 
sec. The relative contribution of hypertension and diabetes to 
the relationship between arterial stiffness and microalbumin- 



uria may be affected by the blood pressure level in the popula- 
tion (22). 

In our study, SBP, DBP, fasting blood glucose and hyperten- 
sion history increased with increasing baPWV after adjusting 
for age. This is consistent with a study performed in Japan (23). 
However, in the Taichung community health study in Taiwan, 
BMI, waist circumference, total cholesterol and HOMAm, as 
well as the variables which were significant in our study, all in- 
creased with increasing baPWV (10). 

The effects of gender, age, BMI, central obesity and smoking 
on microalbuminuria are controversial (24). Of these factors, 
none was related to the presence of microalbuminuria in our 
study. In fact, BMI and central obesity were not related to mi- 
croalbuminuria in several previous studies (14, 16, 17). 

There is evidence that insulin resistance plays an important 
role in the development of microalbuminuria (25); and insulin 
resistance is also reported to be positively related to high arteri- 
al stiffness (26). However, in the present study, we attempted to 
incorporate arterial stiffness into the previously-known micro- 
albuminuria model explained by insulin resistance. Insulin re- 
sistance was consistently independent of their relationship with 
microalbuminuria even after adjusting for potential factors re- 
lated to microalbuminuria. These findings suggest that arterial 
stiffness might be important in the development of microalbu- 
minuria. So that independent action of arterial stiffness needs 
to be included in the microalbuminuria model for future study. 

In the present study, considering only women, not HOMAm 
but fasting blood glucose was an independent factor in addition 
to arterial stiffness. Regarding gender differences, Utsunomiya 
et al. (27) found that central obesity and HOMAm were impor- 
tant factors increasing UACR in men, but not in women. A gen- 
der-specific hormonal effect was suggested as a possible factor. 
However, in our study HOMAm was not related to microalbu- 
minuria in the general population or in subjects with hyperten- 
sion or diabetes. This outcome was similar to the results of a 
Dutch study performed by Jager et al. (28). In the model includ- 
ing baPWV or arterial stiffness for predicting microalbumin- 
uria, fasting blood glucose suggests that the effect of HOMAm is 
partly mediated by increased arterial stiffness on women, as 
shown in Table 2. 

Microalbuminuria is caused by endothelial damage that can 
arise by several mechanisms (7, 29), but the precise mechanism 
is not clear. Generally, microalbuminuria is seen as a pathologi- 
cal event related to microvascular abnormalities resulting from 
hemodynamic or metabolic processes (7, 10). Thus, hyperten- 
sion is an important risk factor for microalbuminuria. Even if 
hypertension is not a direct cause of nticroalbuminuria, the prev- 
alence of microalbuminuria is greatly elevated in individuals 
who have essential hypertension (25). This result implies that 
rmcroalbuminuria is a marker of endothelial damage especially 
in hypertension (22). Another possible mechanism is related to 



http://dx.doi.org/10.3346/jkms.2014.297.941 



http://jkms.org 947 



JKMS 



SeoJY, etal. • Brachial-Ankle Pulse Wave Velocity and Microalbuminuria 



insulin resistance. Metabolic changes caused by hyperglycemia, 
for example, chronic inflammation triggered by reactive oxygen 
species, inflammatory cytokines and growth factors, are associ- 
ated with generalized and glomerular endothelial dysfunction 
(25). Several previous studies found that higher HOMAm was 
associated with microalbuminuria (4, 8, 27). Recently, evidence 
has emerged that high pulse pressure may have an important 
effect on albuminuria. High pulse pressure leads to arterial stiff- 
ness (30); and kidney cells are passively perfused by pulsatile 
flow which can cause endothelial damage by disrupting small 
arteriolar vessels (31). It is not yet clear whether the two mecha- 
nisms i.e. the metabolic process-associated level of blood pres- 
sure and the pulsatile character of the arterial pulse, work inde- 
pendently (10, 25). Furthermore, an association between arte- 
rial stiffness and insulin resistance has been reported (32, 33). 
This relationship was also seen in women in the present study. 

The results of our study do not support an independent role 
of HOMAm as a parameter of insulin resistance related to mi- 
croalbuminuria when arterial stiffness is adjusted for. Fasting 
glucose level may be an independent risk factor of microalbu- 
minuria, but only in women with their more adverse metabolic 
and lipid profiles. 

It is well known that baPWV is affected by the presence and 
severity of peripheral artery disease (PAD) (34). Therefore, the 
consideration of the ankle-brachial index (ABI) reflecting PAD 
might be needed in this study. We did a multiple logistic regres- 
sion analysis except for participants with low ABI ( < 0.9, men 
n = 21, women n = 32) and high ABI ( > 1.2, men n = 35, wom- 
en n = 16) (35); however, results were similar to that in Table 5. 
The reason for that is the subjects of this study are from the gen- 
eral population; therefore, the number of individuals with ab- 
normal ABI is few. 

This study has several limitations. First, it had a cross-section- 
al design. Therefore, it was unable to establish any causal rela- 
tionship between arterial stiffness and microalbuminuria. Sec- 
ond, we used a single measurement of first morning spot urine 
to calculate urinary albumin to creatinine ratios. Urinary albu- 
min excretion can be affected by several factors such as oral 
fluid intake (36), so a more accurate measure such as using 24- 
hr urine collections would be desirable. However, single void 
urine samples give good estimates of 24-hr urine albumin ex- 
cretion (37). In addition, it has been reported that spot urine 
protein-creatinine ratio reflects the amount of 24-hr urinary 
protein excretion with high accuracy (38). Third, we did not 
consider the influence of drug treatment such as angiotensin 
converting enzyme inhibitor or angiotensin II receptor blocker, 
which are known to be able to reduce arterial stiffness (23, 39) 
because we had no information about medications taken by 
the patients. 

Nevertheless, the strengths of this study are its relatively large 
sample size and the fact that it was not based on patients who 



visited hospitals but on a rural population. Therefore, this study 
can reflect the characteristics of the general population, espe- 
cially elderly from rural communities. We were able to confirm 
a relationship between PWV and nticroalburninuria. This study 
provides more useful and strong epidemiologic evidence of as- 
sociation between arterial stiffness and microalbuminuria in 
population of over 40 yr. Results show that there is a strong as- 
sociation between microalbuminuria and arterial stiffness re- 
gardless of insulin resistance in rural population groups past mid- 
dle age. Also, high baPWV measurements may be a good indi- 
cator of microalbuminuria. In other words, baPWV may be a 
useful screening tool for predicting cardiovascular complications. 

DISCLOSURE 

There are no conflicts of interest to report. 
ORCID 

Joo Youn Seo http://orcid. org/0000-0001 -9338-643X. 
Mi Kyung Kim http://orcid. org/0000-0001 -8503-2631 
Bo Youl Choi http://orcid.org/0000-0003-0115-5736 
Yu-Mi Kim http://orcid.org/0000-0003-1123-8690 
Sung-il Cho http://orcid.org/0000-0003-4085-1494 
Jinho Shin http://orcid.org/0000-0003-2872-6105 

REFERENCES 

1. Arnlov J, Evans JC, Meigs JB, Wang TJ, Fox CS, Levy D, Benjamin EJ, 
D'Agostino RB, Vasan RS. Low-grade albuminuria and incidence of car- 
diovascular disease events in nonhypertensive and nondiabetic individ- 
uals: the Framingham Heart Study. Circulation 2005; 1 12: 969- 75. 

2. Hillege HL, Janssen WM, Bak AA, Diercks GF, Grobbee DE, Crijns HJ, 
Van Gilst WH, De Zeeuw D, De Jong PE; Prevend Study Group. Micro- 
albuminuria is common, also in a nondiabetic, nonhypertensive popu- 
lation, and an independent indicator of cardiovascular risk factors and 
cardiovascular morbidity. J Intern Med 2001; 249: 519-26. 

3. Afonso L, Hari P, Kondur A, Veeranna V, Manickam P, Simegn M, Jacob 
S, Ference B. Usefulness of microalbuminuria in patients with the meta- 
bolic syndrome to predict subclinical atherosclerosis and cardiovascular 
disease outcomes. Am J Cardiol 2010; 106: 976-83. 

4. De Cosmo S, Minenna A, Ludovico O, Mastroianno S, Di Giorgio A, Pir- 
ro L, Trischitta V Increased urinary albumin excretion, insulin resistance, 
and related cardiovascular risk factors in patients with type 2 diabetes: 
evidence of a sex-specific association. Diabetes Care 2005; 28: 91 0-5. 

5. Nah DY, Lee CG, Bae JH, Chung JW, Rhee MY, Kjm JH, Kim YS, Kim YK, 
Lee MM. Subclinical renal insufficiency range of estimated glomerular 
filtration rate and microalbuminuria are independently associated with 
increased arterial stiffness in never treated hypertensives. Korean Circ J 
2013;43:255-60. 

6. Dabla PK. Renal function in diabetic nephropathy. World J Diabetes 
2010;1:48-56. 

7. Abdelhafiz AH, Ahmed S, EI Nahas M. Microalbuminuria: marker or 



948 http://jkms.org 



http://dx.doi.Org/1 0.3346/jkms.201 4.29.7.941 



SeoJY, etal. • Braehial-Ankle Pulse Wave Velocity and Microalbuminuria 



JKMS 



maker of cardiovascular disease. Nephron Exp Nephrol 2011; 11 9: e6-10. 

8. Lin CY, Chen MF, Lin LY, Liau CS, Lee YT, Su TC. Insulin resistance is the 
major determinant for microalbuminuria in severe hypertriglyceridemia: 
implication for high-risk stratification. Intern Med 2008; 47: 1091-7. 

9. Wallace TM, Matthews DR. The assessment of insulin resistance In man. 
Diabet Med 2002; 19: 527-34. 

10. Liu CS, Pi-Sunyer FX, Li CI, Davidson LE, Li TC, Chen W, Lin CC, Huang 
CY, Lin WY. Albuminuria is strongly associated with arterial stiffness, es- 
pecially In diabetic or hypertensive subjects: a population-based study 
(Taichung Community Health Study, TCHS). Atherosclerosis 2010; 211: 
315-21. 

1 1 . Yamashina A, Tomiyama H, Takeda K, Tsuda H, Arai T, Hirose K, Koji Y, 
Hori S, Yamamoto Y. Validity, reproducibility, and clinical significance 
of noninvasive brachlal-ankle pulse wave velocity measurement. Hyper- 
tens Res 2002; 25: 359-64. 

12. Hashimoto J, Ito S. Central pulse pressure and aortic stiffness determine 
renal hemodynamics: pathophysiological implication for microalbumin- 
uria In hypertension. Hypertension 201 1; 58: 839-46. 

13. Horinaka S, Yabe A, Yagi H, Ishimura K, Hara H, Iemua T, Matsuoka H. 
Comparison of atherosclerotic indicators between cardio ankle vascular 
Index and brachial ankle pulse wave velocity. Angiology 2009; 60: 468- 76. 

14. Ishikawa T, Hashimoto J, Morito RH, Hanazawa T, Aikawa T, Hara A, 
Shintani Y, Metoki H, Inoue R, Asayama K, et al. Association of microal- 
buminuria with brachial-ankle puke wave velocity: the Ohasama Study. 
Am JHypertens 2008; 21: 413-8. 

15. Kim BJ, Lee HA, Kim NH, Kim MW, Kim BS, Kang JH. The association of 
albuminuria, arterial stiffness, and blood pressure status In nondiabetic, 
nonhypertenslve Individuals. J Hypertens 201 1; 29: 2091 -8. 

16. Munakata M, Miura Y, Yoshinaga K; J-TOPP Study Group. Higher bra- 
chial-ankle pulse wave velocity as an independent risk factor for future 
microalbuminuria In patients with essential hypertension: the J-TOPP 
study. J Hypertens 2009; 27: 1466-71. 

17. Munakata M, Nunokawa T, Yoshinaga K, Toyota T; J-TOPP Study Group. 
Brachial-ankle pulse wave velocity is an independent risk factor for mi- 
croalbuminuria in patients with essential hypertension: a Japanese trial 
on the prognostic implication of pulse wave velocity (J-TOPP). Hyper- 
tens Res 2006; 29: 515-21. 

18. Gil TY, Sung CY, Shim SS, Hong YM. Intima-media thickness and pulse 
wave velocity in hypertensive adolescents. J Korean Med Sci 2008; 23: 35- 
40. 

19. Friedewald WT, Levy RI, Fredrickson DS. Estimation of the concentra- 
tion of low-density lipoprotein cholesterol In plasma, without use of the 
preparative ultracentrlfuge. Clin Chem 1972; 18: 499-502. 

20. Matthews DR, Hosker JP, Rudenski AS, Naylor BA, Treacher DF, Turner 
RC. Homeostasis model assessment: Insulin resistance and beta-cell func- 
tion from fasting plasma glucose and insulin concentrations In man. Di- 
abetologia 1 985; 28: 412-9. 

21. Agewall S, Fagerberg B. Risk factors that predict development of micro- 
albuminuria in treated hypertensive men: the Risk Factor Intervention 
Study Group. Angiology 1996; 47: 963-72. 

22. Choi BG, Kang JH, Jeon YK, Kim SS, Lee C W, Kim IJ, Kim YK, Kim BH. 
Determinants of brachial-ankle pulse wave velocity in normotensive 
young adults with type 2 diabetes mellitus. J Korean Med Sci 2012; 27: 
1359-63. 

23. Matsui Y, Eguchi K, Shibasaki S, Ishikawa J, Hoshide S, Shimada K, Kario 



K; Japan morning Surge- 1 Study Group. Impact of arterial stiffness re- 
duction on urinary albumin excretion during antihypertensive treatment: 
the Japan morning Surge- 1 study. J Hypertens 2010; 28: 1752-60. 

24. Rosa TT, Palatini P. Clinical value of microalbuminuria in hypertension. 
J Hypertens 2000; 18: 645-54. 

25. Satchell SC, Tooke JE. What is the mechanism of microalbuminuria in 
diabetes: a role for the glomerular endothelium? Diabetologia 2008; 51: 
714-25. 

26. Watanabe S, Okura T, Kitami Y, Hiwada K. Carotid hemodynamic alter- 
ations In hypertensive patients with insulin resistance. Am J Hypertens 
2002;15:851-6. 

27. Utsunomiya K, Takamatsu K, Fukuta I, Sakamoto H, Ishizawa S, Kanazawa 
Y, Gojo A, Taniguchi K, Yokota T, Kurata H, et al. Association of urinary 
albumin excretion with Insulin resistance In Japanese subjects: impact of 
gender difference on insulin resistance. Intern Med 2009; 48: 1 621 - 7. 

28. Jager A, Kostense PJ, Nijpels G, Heine RJ, Bouter LM, Stehouwer CD. 
Microalbuminuria is strongly associated with NIDDM and hyperten- 
sion, but not with the insulin resistance syndrome: the Hoorn Study. Di- 
abetologia 1998; 41: 694-700. 

29. Bellasi A, Ferramosca E, Ratti C. Arterial stiffness in chronic kidney dis- 
ease: the usefulness of a marker of vascular damage. Int J Nephrol 2011; 
2011:734832. 

30. Baumann M, Pan CR, Roos M, von Eynatten M, Sollinger D, Lutz J, Hee- 
mann U. Pulsatile stress correlates with (micro-)albumtnurla in renal 
transplant recipients. Transpl Int 201 0; 23: 292-8. 

31. O'Rourke MF, Safar ME. Relationship between aortic stiffening and mi- 
crovascular disease in brain and kidney: cause and logic of therapy. Hy- 
pertension 2005; 46: 200-4. 

32. Sengstock DM, Vaitkevicius PV, Supiano MA. Arterial stiffness Is related 
to Insulin resistance in nondiabetic hypertensive older adults. J Clin En- 
docrinol Metab 2005; 90: 2823- 7. 

33. Seo HS, Kang TS, Park S, Park HY, Ko YG, Choi D, Jang Y, Chung N. In- 
sulin resistance is associated with arterial stiffness in nondiabetic hyper- 
tensives independent of metabolic status. Hypertens Res 2005; 28: 945-51 . 

34. Watson NL, Sutton-Tyrrell K, Youk AO, Boudreau RM, Mackey RH, Si- 
monsick EM, Rosano C, Hardy SE, Windham BG, Harris TB, et al. Arte- 
rial stiffness and gait speed In older adults with and without peripheral 
arterial disease. Am JHypertens 201 1; 24: 90-5. 

35. Oksala NK, Viljamaa J, Saimanen E, Venermo M; ATTAC study group. 
Modified ankle-brachial index detects more patients at risk in a Finnish 
primary health care. Eur J Vase Endovasc Surg 201 0; 39: 227-33. 

36. Ravikovich E, Messersmith T, Mick G, McCormick K. Effect of oral fluid 
intake on urinary albumin excretion in diabetes mellitus. J Diabetes Com- 
plications 2002; 16: 310-2. 

37. Chang JB, Chen YH, Chu NF. Relationship between single voided urine 
protein/ creatinine ratio and 24-hour urine protein excretion rate among 
children and adolescents in Taiwan. Zhonghua Yi Xue Za Zhi (Taipei) 
2000; 63: 828-32. 

38. Biradar SB, Kallaganad GS, Rangappa M, Kashinakunti SV Retnakaran 
R. Correlation of spot urine protein-creatinine ratio with 24-hour uri- 
nary protein in type 2 diabetes mellitus patients: a cross sectional study. 
J Res Med Sci 2011; 16: 634-9. 

39. Rehman A, Rahman AR, Rasool AH. Effect of angiotensin II on pulse 
wave velocity in humans is mediated through angiotensin II type 1 (AT(1 ) ) 
receptors. J Hum Hypertens 2002; 1 6: 261 -6. 



http://dx.doi.Org/10.3346/jkms.2014.29.7.941 



http://jkms.org 949 



